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Résumé en
anglais
BACKGROUND: Ghrelin targets the arcuate nucleus, from where growth hormone
releasing hormone (GHRH) neurones trigger GH secretion. This hypothalamic
nucleus also contains neuropeptide Y (NPY) neurons which play a master role in the
effect of ghrelin on feeding. Interestingly, connections between NPY and GHRH
neurons have been reported, leading to the hypothesis that the GH axis and the
feeding circuits might be co-regulated by ghrelin.PRINCIPAL FINDINGS: Here, we
show that ghrelin stimulates the firing rate of identified GHRH neurons, in transgenic
GHRH-GFP mice. This stimulation is prevented by growth hormone secretagogue
receptor-1 antagonism as well as by U-73122, a phospholipase C inhibitor and by
calcium channels blockers. The effect of ghrelin does not require synaptic
transmission, as it is not antagonized by gamma-aminobutyric acid, glutamate and
NPY receptor antagonists. In addition, this hypothalamic effect of ghrelin is
independent of somatostatin, the inhibitor of the GH axis, since it is also found in
somatostatin knockout mice. Indeed, ghrelin does not modify synaptic currents of
GHRH neurons. However, ghrelin exerts a strong and direct depolarizing effect on
GHRH neurons, which supports their increased firing rate. CONCLUSION: Thus,
GHRH neurons are a specific target for ghrelin within the brain, and not activated
secondary to altered activity in feeding circuits. These results support the view that
ghrelin related therapeutic approaches could be directed separately towards GH
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